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mmm i 
mmm i 




m^^i^ mm^t^nt^:i<v l'7ir^\^x^t^<Dmzi^\,^x. 2' -5' y> 

[»^:S3] ^mm^fi^O.lk bases- Ik bases (D^HP^lCfeS. 1 X 

vjvm. ^°y t-t'-;!/^^ jKy ^ y s;;i/^t:^d ij^;s:0f3Ky Tt"— ;l/^T■:^D 

[»^^6] jKy 55^ FXti^Oi^S:. PHT—IO, 20~ 110V,<DKm^ 



1 



ffiliE# 2000-3025738 




11 — 03596 

[»#:^l 0] ^ig!i^mi^^^A't<5®lc;t^j&ffl<4s;?)'5, 2-0- 

zfv ymm.^^^^mmmm^t trj^^stissflcT-fes, «#^7sB«<D^^«fe 



[0 0 0 1] 

-ec^!)J^^cfev^T, 2* -5' U ^^i^x^^.T^;!/^'^-*^^ U >^S^'x:;^-7^;i/^-^(Z) 3 % 
[0 0 0 2] 
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2000-3025738 




1 1—035963 



[0 0 0 3] 

€>|*i^*^^$;nTV>-g, PCT/JP98/04695# 

, #M¥10-76055#) „ 

^^J Vol.40, No.lO, pp.1323-1332 (1995)#fl^) , ^O^^. ^«>ffc7jf U 5? 
U:^^ \^^^m(03'- 5' U SPA^, 2'- 5' U 

J: e> ^ W iSl IS © ^ b T V N V A o 
[0 0 04] 

[#§^*^«?^ hj:ot -r-s^®] 

[0 0 0 5] 
[0 0 0 6] 

. 2' -5' Vymt^:i^7.y^A^^^i)'^^V>mi^:^7s9')Vl^^(7)3%&.r. ^^L< 
[0 0 0 7] 

J:IH2*-5' y >g^.:;alX7^;^M-a■(Z)3%^^^T 



ffiIE# 2000-3025738 





#^ 11—03596 



[0 0 0 8] 

□ i^* $:#if S :i i: A'^T' # ^ o 

[0 0 0 9] 

i-^r^-i J i/yW) , jKu (2'- T^:^>M y SrPtf-sr ii^^T'^So 

y*T-*\ e/^i;;i/^i:fi&(D^MiS«i:cD3jjf U v-T^y, jKU (5- 

^n^>>^i»^) , jKU (2-5^>rt/5^i^'>n/®?) . 3}fu ($/5^$;>'>-5'-^;ru > 

) , /Ky (i-if^;i/^>^2^vi/m) $:#if "Sr iiTb^-e^-So Jify T7=-;v^t:M3 
/Ky 'i^y i>^;i/MT^D^=bi^#T'^-g>c 3tie>®iti, /Ky^fy^i/^^, Tjfy 
^ i;^vi/M7!)^*5§ ^ V N T ^ a -e s = 

[0 0 10] 

^^^l^^tC-^^^^^biKy 5? ^ U:t^ \^<D^i^mmi VXit. 0.1k bases— 1 k 
bases (base: igSifi:, Ik bases It lOOOJfeStS:. Jg^T rbase(s) j $:#{C Tb j 



4 
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*^i5i^T'fey, Wt.\^<lt200 b —800 b T'^U, JSIC^OF* L < «300 

b -600 b T'feSc mm^mm:S:it. =^^-rSt*i^M5®i:e)5&, 

^ ^—^^3 >^ □ V h ^^^:7>f — ^ ( gel permeation chromatography, 

T TGPC^j ^:v^e>) {cj;»;§^tcSSt^-t-5:!:i:*^T#s„ 

[0 0 11] 

^ y^^^p^cD (n-1) m<DV ymP:i^y^9-;i^^<Dv%, 2' -5* 

2%je^TXtt0,l %— 2%, $i^lCiaF*L<ttl%J[JATXli0.1 %'-l%T'feS 
[0 0 12] 

[iJci] 

2* -5* y >Bli?JiXT-;l/^^|!(^ (%) = 

ji? y ? 5^ K^^rt© 2' -5* y >mi^:i^7.7^jim^WL 

X 100 



[0 0 13] 

m6(D^t)rji:^mizj:v. ^Mtizmu'r^:itiii^x'^^. bp**, 3' -5' vyms^ 
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11-03596 



[0 0 14] 

m ^ L -5 2 o ommit jk u 5? ^ i/:^^ k*^ ^ mm. $ ti s - *^m^>fb u 

?vm' ^v^v ipjum. >( / tyymr-f'uv • iy^^jvm. ^v-i^t/ 
ym ' iKy iy'f-PJi/mri-uir, jKy >f sy^^r-^n • y i/^^/■;I/^T:^ 
□ ^y r^-;i/mr:^n ^ ■ -^v^v z^jvm. jKy 75=^-;^^ • TKy ^ y v 

[0 0 15] 

IHzi*^mm^fc/Ky 5f ^ lx;r^ F®5pi©«:Ri:bT, 0.1k bp ~ 1 k bp (bp: 
a^iJC, Ik bp tilOOOi^S^fSr) ^Z.}LlS^X^. 200 bp~800 bp^^N^f^ b 

<, 300 bp—eOO bp;&N j: y^8^^ L/V\„ 
[0 0 16] 

[0 0 17] 
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11—035963 



v:!i<y3ui7 hx-x i^m'mn) > DMRiE-c i^mi^w ^(oii^it-v^ ' y 

jKV-A, *;fe-e®-Si:#X.e>n. PCT W094/1^314#^#^C^^StlTV^S, 

;i/-i,3-o- •feo-;i/iiU >fll1S 3j^:^'7 r^^S^Vi^n y 

[0 0 18] 

[^fc 1 ] 

CH2-0-C0-(CH2)7CH=CH(CH2)7CH8-cis 

CH -0-C0-NHCH2CH2N<9{J^S2' C I 

CH2-0-C0-(CH2)7CH=CH(CH2)7CH8-cis 

[0 0 19] 

JcMfs'f-'^-v ^ ' UjKy-Ald;, iE«il^$:>ffb, :fe«?Sf Sr^ti" SjKU 5? 1/ 
i:#;ie>t^Tv^-2»„ z.(r>ii^tsim.^m%. U jK::^l/^y litis zitjb'^fes 

o 

[0 0 2 0] 
[^^<Z)^]66©?^M] 
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ffiaE# 2000-3025738 




11 — 03596 m 



jSg^T'^y. 40—100 ICCD^ffip^AW* LV^o b3&^b. +rJ^«i*D*:9-«?3^|g ili^ 
[0 0 2 1] 

u>yLJ&7b^e>, 0.5-60^^. Mmm7hi5^Mt^^tKj:v. V 
<z)iJ?>&vMoo b —1000 h(D^^mM^mir^mm^t:^v ^ UTt^ y^iimi^-t^ 

[0 0 2 2] 
[0 0 2 3] 

U ^ -if tcf^^$ ti-S R N A-&figP^^^<D®^^b^m*^ e>ig5fr-5 r h 
[0 0 24] 
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# 



11—035963 



V mmi^^m m> O.ISM NaCl-^^10mMhyx-ife^M«?K ( 

pH7)) tpx-U^t^^tiz^i)m^:r.ti!jix^^. ^r^nmc'M'oXT^'-Vy'if 

[0 0 2 5] 

^?>mmm^. ?>m^^mimmmmht^^mAy Mct±^, -4o — 20 x:<Dmm. 

nm (io~5onf^@^) i^xwunm^^n^^tti^x^^. ti^fj^^wm^m^ 
it. -mizit^M(Dmmtjimm (mmmyi^. ^mik^Ti^. -^/vh 

[0 0 2 6] 

:^mmiz^^mm.m. wh. mm^mm\^^mAt^<Dizm^^jim^ii. 2' -5 

0 lx:t^Kl?^oT, zi2[s:a5:?^^be»-5 2^C0^^>fb3Ky 5i^l/;r^F, 

j^-rs3h*^T'^<5c M^s^cti, m<^^mm}i^^^A-t^<Dizm^^j^^i^. m 

K.it. ij^H^-v^ ' U jKy-AXtt^CDDSJ^ 2-0-(2- i;a:^;i/r ^ 7 
)i!j;vA^^ )v-i,3-o- Vytu^i-^ ;v^v-^u-jhm<D^V-^u-Aym^i^ 

iz. Tfc (^ijmtk, ^mmmmyi^. ^mik^Ti^^) ^MK.:Ln^ 

^-rif- m^^) . i-J-^^f^- mffu^) > De Bee 2000 imS,^) , T^V 



g 



aj|I# 2000-3025738 




11-03596 3' 



m^t^V^^l^yi-^ Firing, |||gjg^:&^^tK?KT':9-^MabT*«'^^^#fc 

, m^it. ij^^^v^ ' U jJfy-AXtt^®MM (M, 2-o-(2- i;x^;i/T^ 
):j!j;b7i^>f ;i/-i,3-o- t^ytu^ir^ )V^'V'iEU-ji^(D^V'^u-;vm 

[0 0 2 7] 

0 — 20 x:<D^f\^x-^mmm^m2'-^3^mnmn\'K ^&o~iox:t'^jetic- 
X. -mmiz\tA-(r)vmm^mm^7.m(Dyfm^-^:^X'mmv^ rr^bT*^ 

[0 0 2 8] 

^^\-f^Z.}lt)'X^^o 
[0 0 2 9] 

niLhx<D:ifi^mm^m. ^xf^(ow.^^m.mmm\t. tku^j^u^^k^^^-ts 



aifiE# 2000-3025738 




11—035963 

[0 0 3 0] 

#%Ml 

•rhv^j^^MXpn 9.3izm^ht^^. 38x:xi mmmuLf^. Miz-snv^^u 

:t^\^:^7.:^V'y~-€mmifiiL^^mV. 38X:X 18 mm&f^-^L^t:^. ti^tf^^ 

M:ii^iyyt^r ^ymmm25mLi:m:k.xKm^w±'^\^!^. mmik 

J^7Kl0mL;S.tK4ff;icai^ y -A/SOOmL ^1MK.X:^V >( J i/yWt (1973 b) $:tfcM$ 
[0 0 3 1] 

iy^-:^y-5'--vym^i-hvr72^&iogRnm.it'^yitsy3 gic, 0.2 

Li*fec 0.2 M3L^uypr^ymmm50mL^M^x^m^w±-^V!^r:Lo i^i^a^ 

-5;5JC5Mlc^^:fei&:?K20inL25Lr^*f7K^^5?y-;i/l L Sr^n^/KU (3300 
b) $:?t^$-&^Co 
[0 0 3 2] 
HMMl 

^^iKtceN^lK^'fb-^h U't^A$:iD^pH 8.5lC|aMb, TOTCT'S^r^, 



aiSE# 2000-3025738 




1 1-03596 S" 

g^^fc ivym^^m 0.2%, ^^^m^ seo b) . 

[0 0 3 3] 

mmm2 

nmmLxmmmmvr^. mi^fi^m^m^mmmL. ammmz^^jm^m^m 
unm^2.7 g$:#fc (vy^m^m 0.1%, ^i^m^ sis b) „ 

[0 0 3 4] 

mmms 

ig) 1 siz. 0.1 MhU:;^-i^^M«|g (PH 8.0) 200 nL^MXxmW^mvtci 

mm.&(0(i^^^j^^^^^m\zm^mmit:^'j ^ ^ i^:^^ f (jku T^~;i/m®-^ h u 

©itM^^iSr 0.3g$:#fc (U>M^fil^ 1.9%, ^^m^ 154 b) „ 
[0 0 3 5] 

$g) 1 glC, 0.2M^U i/>-7K^fb:>- hU i^/A^W^S (pH 9.0) 200 mh^ta:^ 



ffi5E# 2000-3025738 



11—035963 



i^JVm(D-rhV^jU^) (D^l^nm^ 0.2g$:#fe (U>m^fi^ 1.2%, 
108 b) , 
[0 0 3 6] 

m) 250 mgtC, 50mL 0AM h V :^-m.mmmm (PH 8.0) S:in;^Tm#^«?bfe 

c *^A^'5^MS:50~ i20Tc©MS;&M^^fcia^g'einf^b, i^l^M5ffi^®^^lC 

[0 0 3 7] 

[Ifel] 











sec 


5omm 


1419 b 


0.1 X 






982 b 


0.1 X 


70V 




524 b 


0.4 X 


sov 




118 b 


1.2 X 


90V 


sms 


84 b 


1.8 X 


12010 


mm 


32 b 


6.8 X 



[0 0 3 8] 

m) 250 mglC, 50mL 0. IM h U >^ (pH 9.0) S:*DX.Tm^^<^ b 

c *^*^-5^?K$:55~ i2ot:<z)igi^^^^-fb?a^-eAni^b, mi^Msih^o^^ic 



taU^ 2000-3025738 




1 1 — 03596 



m 



[0 0 3 9] 











5510 


52Nf@ 


1923 b 


0.1 X 


est: 
box; 


231^^ 


907 b 
489 b 
139 b 
76 b 


0.1 X 
0.3 X 
0.8 X 
1.2 X 


120X) 


1. 5 ma 


27 b 


4.2 X 



[0 0 4 0] 

=^T'% lkb^M;^-5<l:^^¥i^^;R?:a^bfco M^^fcM^^ 120TCi:bfc 

•9- > y ;i/®:tFM^^t:?aS ^ 90tc ic^^ L -9- > ^ ii> AdtK^^^j^ -S*^:^^ 

o 

[0 0 4 1 ] 

mmmi 

2_o-(2- i;x^;i/T^ >':i:^;v )*;i/A^^;^-i,3-o- i;?:4-l/:r^;i/^U-feD 
-;n g iiJ^^IP^i^S^^^ 2 gic, 100 mL<Z)atifm:?Klc^«¥L/7^ v;vh-:^40 



aiSE# 2000-3025738 



#5]2 1 1-035963 



[0 0 4 2] 
^ IIMM 8 

2-o-(2- y x^;i/ )5!j;i//t^>f ;i/-i,3-o- 2;>';*-u:r>f -fen 

-;i/50g ^:*:Ml^$/5^>25 gic, 3 \.<D^M^i^\z^m\^fz.y<^ u-y. ikgSrjn 
x.m#?S-^L/> v> h>-:j5f^7U >Ml«ff3^-^^s^:^-fif-Srfl^v^T30^^4^•tS:M 

#fco }«)^*^§ffi#::0'iS:?gitc||MMl^tJf2T'#e)ti7t<£y ^^^^OD^i^-ffcjKU 
0 T'lOLlC^^L, *^-^^$:-^%t-Sjffi^«^§r#fec JSIC r (^)*:^■^^^c$:#;t•r 
[0 0 4 3] 

2-0-(2- e;a:^;i/T^ >^x^;i/ ):;!7;i/7\'^>r;i/-l,3-0- l^;r-r;i/^y -fen 
-;H g illP^Ji^^ ^'T^ K2 g{C, 100 mL®?£llfM7KlC^«?Lfcy F'?*i40g 



ffiiE# 2000-3025738 




#^ 11-03596 



hu '^Aife (s%,w Q!m%m ■ 8.8 , -vvij-s^ m) m) Rxj^^i^vty^v 

[0 0 4 4] 

mmmi o 

oD^ti^ti ioO)!i g$:-^tfi"LC07K^?Ri:, i^m<DV:^y ju^^y (^a^fe) 2 

[0 0 4 5] 

mmm 1 1 



^) ^200 mgic, 0.2 umm-mm-f- h V ^ 2^mmw, (ph 5.2) $:in^, 
mvr^^. sox^iziamv. umm6mm<D:^mizxv>m^&.m^'^=^^-hrjt 

^fiE^(D;KU>r y (pH 8.5) tfJlCTeO-CtCiDl^L, t^Jg^M 

5fB^(Z)^^T'm:RS:^-^f-L^jb^e>¥^^;R7&^ 200±50 bi^tj^^ ^oMm^t 

[0 0 4 6] 



aiiE# 2000-3025738 



#5p 1 1-035963 









mm 






80 V 


2. 


60 r 




227 b 


0.1 % 


6. 51^ 


i.smm 


230 b 


2.0 % 




A mm 


191 b 


2.8 % 


16. 51^^ 


2^^ 


228 b 


4.2 % 



[0 0 4 7] 

mmmi 2 

^) j^2oo mgic, 0.2 unm-mm-r h V ^ 2s,mmm (ph 5.2) s:in;t, mwm 

^-©^©/KU (pH 8.5) ^\zx70x:\z-mmi\^. ^mm 

5ga«®*MlCTm«&^-^-L/^:^)^e>TOii;R*^ 200 + 50 bi: J: e) IC^ 

[0 0 4 8] 
[|S4] 





mm 


mm 








80 *C 


3 mm 


70 




157 b 


1. 2% 


4.5 i^r^ 




218 b 


1. 9% 


6Nf@ 




236 b 


2. 1% 


10Nf@ 




170 b 


3. 8% 



[0 0 4 9] 
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mmm 1 3 -:^mmm^t:i< u 51 b:^^ f 
mmm 1 , 2, 1 1 ^.tj^ 1 2 u o.7%(D3}<u -r y 

m^^mfJ^ 1.9%(D/KU S:M*^-^t)-e:'^il*^M^'f{:jKi; 31^1/:^ 

y t/ym n^v ^ h v:^-m.mmmm (ph ?, o.i5N}?Km^b-^ h 

[0 0 5 0] 

aUX., 80TCT'5^Kin^b}t OJymm^m 8.9%, ^pi^^.^ 628 b) „ 
[0 0 5 1] 

ifcgcM2 (^SfeM2lcm-r-6t^!5f^^tcj:-&igi§- 1) 
0 SS) 5iiiglcaiifM7KlOmL$:inx.M#?^«lbfco *^*^-5^MlCJ^;bAT^ F$:10iiL 

MX. 8or:x' bmmtamht:^ ivymmmm 4.2%, ^p*^^^ 751 b) „ 

[0 0 5 2] 

(u>^^di^ 7.1%, ^mmiSt 213 b) „ 

[0 0 5 3] 



1 8 
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(U ym^&m 4.2%, ^i^m^ 289 b) . 
[0 0 5 4] 

© [0 0 5 5] 

(in vitro) lCj:yMbfc= ^i^tt, HeLa S3 ^M^: 96 5^(0^1^- bJC 1 
0%Jia mcD^^T'^^. 24^KJeAJ:^«bTllffBS75>^+4)-Jcyi/- Mcg^«bit 



[0 0 5 6] 



[ifi:2] 



X 100 



[0 0 5 7] 



ttiSE^ 2000-3025738 




#5p 11-03596 



m 





HeLa S3 INBISO^ 




% (X) 






^+p)mmmm ( ng / mu 




mmwt 


0.1 


1 


10 


100 


1000 


»1000 b 


»1000 b 


86 


100 


100 


100 


100 


1419 b(O.lX) 


1923 b(O.lX) 


79 


98 


100 


100 


100 


982 b(O.lX) 


907 b(0.2X) 


65 


96 


100 


100 


100 


524 b(0.4X) 


489 b(0.3X) 


23 


85 


98 


100 


100 


360 b(0.2X) 


318 b(O.lX) 


17 


70 


97 


100 


100 


118 b(1.2X) 


139 b(0.8X) 


9 


45 


89 


98 


100 


84 b(1.8X) 


76 b(1.2X) 


0 


0 


6 


72 


92 


32 b(6.8X) 


27 b(4.2X) 


0 


0 


0 


18 


48 



[0 0 5 8] 

b -1000 hcDv ym^&(D^p^ji\,^mm^t:^v J iy>m • jkv z/^vnymx^. 

=fe) CD T' « ^ if ?S ffi S: 3^ S ^ 75)^ o c 
[0 0 5 9] 



2000-3025738 





^W- 11 — 035963 

[0 0 6 0] 
[^3] 



[0 0 6 1] 
[*6] 





















»1000 b 


»1000 b 


Img/kg 


0.23 • 


39 X 






5mg/kg 


0. 15 • 


61 X 


982 b 


907 b 


5mg/kg 


0.31 


17 X 






25ing/kg 


0. 29 


24 X 



*•» *y >f y iyym<D:f- hvo^m («^) S8) 



[0 0 6 2] 

1000 h^m^^^m^(7)-!i<V -f y • tKU l iag/kg ODS# 



2 1 



miiE# 2000-3025738 
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, ^^^m-0c<ommf}^ loo b~iooo hoi&v ym^^comm^t^^v^ j • jk 

[0 0 6 3] 

t*ig^M3 A431^miCji^-r-&MJiSit5B«lMf^M (in vitro) (^mm^ 200 + 
50b) 

HifeMi iRxfi zKm^vym^^mt)^ 0.7— 4.2%(3[)7Ku>ry i/>^i:y 

ymm&mi^ 1.2- 3.8%®;}fU i/^s^Vl/^. lligMi>S:tJf2{C'^S^^fb3KU 

m^mi-ftc. ^mmm^mm:. sum co^^y^a.^-^-if^xmrnhtc.^. & 
mm (iCgoii) sr^mLfco 't<Dmw:^mnz^t. 

[0 0 6 4] 



ffilE# 2000-3025738 
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mi] 







0.2X 


0. 7X 


2. OX 


2. 8X 


4. 2X 


u >m 


0.1 X 


1.2 


1.2 


1.3 


3.5 


6.5 


1.2 X 


1.1 


1.2 


1.4 


5.6 


10 


i.g X 


1.2 


1.3 


1.4 


8.2 


17 


2.7 X 


4.2 


6.2 


10 


17 


36 


3.8 X 


7.8 


11 


23 


41 


66 




50%mmif9mnMm (ng/mi) 



[0 0 6 5] 

;p^®iffl^5st-^*5ii:icJt^iC5Q(DJfc7bU2'^^L/ < ^i47^gf=br^a±b:to u ymmoyz' 

[0 0 6 6] 

KI^M4 U>miKfetcJ:-5g!fe«??aii (Tm) -BLt^WM^^O^mY. 



ffitiE# 2000-3025738 





4f ^ 1 1-0 3 5 9 6 



[0 0 6 7] 







TibM 


ICso 


0.2 X 


0.1 X 


61V 


1.2 ng / bL 


0.7 X 


1.2 X 


62V 


1.2 ng / mL 


2.0 X 


i.g X 


59t: 


1.4 ng / mL 


2.8 X 


2.7 X 


59^ 


17 ng / dL 


4.2 X 


3.8 X 


5BV 


66 ng / mL 



[0 0 6 8] 

^©Tm-littienC-e^S) „ fiPt., U >^e^^*^feJ:-^0'-4%(Z)/KU-f >^ e/> 
li3%?:J^i:bT^S?Stt*'5 4^~50^jet±tjM^'5ri:7b^^. jKU-f y 

m^-^/umM(D^izmw-t^(Dx^itfji<. V ym&<D^^m^Bm-t zL iiii^t> 

[0 0 6 9] 



miE#2 0 0 0-3 0 




4t5p 11—035963 

5 mmit^v u7it^\^(o^^m^<Dm^ (gpc^) 
(GPC) mi^^^x^umi^. ^mm^^^^r^. 

[0 0 7 0] 
GPCj!lf^^# 



DV 260nB 

*V-TSKgel G5000PWXL 7. Smn ^ x SOOinii 
0. 5inL/iBiii. 

RNA Ladder (1770 b, 1520 b. 1280 b. 780 b. 
530 b. 400 b. 280 b. 155 b) (4^/3 BRL ttSS) 



[0 0 7 1] 

Img/mL <7)3j<i; 1^:4-5^ K*^?KlmLlC, 500U/iiL (D^i^ UT-ifTl (W* 

7^„ *^A^-57K?^?«$:37X:<D^?§±T'l ^f^iSlSS-^fe^, 7KS:mT10«L^ bfc 

o *^*^-5;g:t5?R*^ej3.2mL $!i:»J, O.lU/mL r^l/??? U sJn^ T ^ --fe* 

ffi5f5, ^^fL^Xmtfcf?) TK^^KO.SmL S:itl;lfc^. 37"C ®^?g±T'30:$>^SU&^ 

MJ^$:f?vv 2' -5' y >^e>^n:>^.7^;v^-a-S:^'rSzi*^$:^*b> U 

[0 0 7 2] 
[^1 0] 



UV 260niD 

g^^*/-b*/t7? Ci« 0G120 5 Am 4. 6mni ^ x 250ibid 

(pH8)i:y^y-* oSft (95:5) 
1 nL/nin. 



aifE# 2000-3025738 




#^ 1 1-03596 3' 



S: il^-r S r i: S „ 




1 



aiiE# 2000-3025738 




#511 11 — 035963 



la, m A m m m m 



[000004156] 
1 . ^je^v^ H 1990^ 8>gi3H 




.1 



1 



miEilf 2000-302573 



